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A 6.0-methYler>thromycia A derivative represented by general formula (I) and pharmaceutically acceptable salts thereof, 
having a pLnt an?^^^^^^^ gram-negative bacteria and a -ore potem a<..v ^g-st g^^^^^^^^^^^ 
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:z 5=- 7 U V S! a. X 9^ a --N i^ gjtS, =5 h f v le^. f 

j[/ n h V S IS, SB#KtS. > v ;^ ;u ^f. v ® ig. -c v ;i/ 
Tf? y S 2 - t S* □ ^ V X ^ V ;t/ * V 1! H. > tf V ;i, > U ^ h 

;n V ;i/?f^ vgt«. =y O <J )\^t^l^m, >J > zsmm. T :^ ^ 4^ v KlS. f'^U^' 

gf^. 3'i7{b7K^Sffi. va'JSf^, ei'UvSlfi, 9^:rv7'V 

0V7='^VMJg. ri^'J^l/BS^KUv — tS. )V ;n — <J ^ — tS rj: 

*:5IB^ cose C I ) ©^b ^ < ll ) ® <fc-&^ A^ e. j;iT<D J: ^ IC U 



( 1 ) g r , C M ) CO fb ^ a S * j§ «E C «tJ r t F- :i I- u -'U, 5^ h ^ 
t K□■7^V«•St^e•?•t^e>©il■&4^5^^:<i:) TSE^ (III) 



HzN-C— CHg— NH2 




( III ) 
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CH30 
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( IV ) 
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i j: y fs^^ CIV) oDfb-&^fc ^c^r R *^7'-fe5^;t/Sc^^fc-&«^^*o 

:7-<v€-scvrs{bsnfc3' tutD i> :^ ^ m^n±T ^ z t iC y 

z, ht^x m 

tZ^X. fflS«&K"^«5SCii) <^-<b-&^(iSr«?i:fb^«?"^ 35 S). e - O - 
;< r^;uxy y k> O ^ o ^^^i ^X Wi':&T ^ Z, 1 1< X ^ ^ ^ 

C 1 ) ^ ( IT > fC^C^T R K U 5^^^ 'J ^t/STrft 5<ba4*JCO«'& 

- -j-^ 6 - 0 - 5^ ;u X u □ v -< V V A « h u > ^ >iu V u {fc W [ CU ^ (d:. 

1.l.l.3.3.3-^4^it>5=;Uvv^1fV. hLfy?=-iU5^n^Uv^V. ex( 

N . N - i> > /l/^ ^l' A r i N - > ;t/ tf □ U K V. 5^ h ^ t K O ^ V, 

;^ - h U 5^ >IU U r i S' ^ <t' ) <£: ^ $ C <h fC cfc y ^ 5 C S 

3-0-;<5^il'=u:?.av-<>'VA^jSll[X5^U'>tf5<^:^fStg?:^U'!7A 
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est^ Til{b> ^ L/ > u.-ia*j © e U V V s h U > ^ a p V ^ V s 
5^-^ -tt ^ C t ic ^ V . 2' - 0- 7"tr^;U-l 0.1 l-7'Vt:Ka-4' - O- 

n ^ 2£ S JS: « ( ^ f^. N . N - V > ^ ;[/ >is ;t/ A T A K, N - > 9^ ;t/ tf □ U K > 

N.N' - ti jbTt: =. ^ ^ ^v- }u^zfmm^j:^m (m^it. 7K^^k:^ ^ u -i? a 

:^ h »J 0 A t' ;^ - h > 5^ ;u V 'J ;i/ r ^ K ^cir i: ) t ^ it ^ z t ic SJ ^ ( ii ) 

IS ?-s my&^s if <Dmmic^SiL. is p w * □ w a ^ r s c i s 

) . ^ S») ( ^ fs:. t K □ >^ a tr ;t/ 1: ;u □ - u f - ;i/ tr □ 'J K v 

^ ) . ;t SiJ C ^] . 5^ r U V S ^ •> 'i? A, /cf ) ^i: <t: ffi C v 

r So 

1-5=^;f^v-6-0->^;i/XU;^av-rvVA 9->r^V 11"N,12- 

(1) e-0->^;Uxu::^nV'<v>A 20. Og (26.7^11^^1/) ^ 
N . N - V > ^ ;U ;U A Z ^ K 2 0 0 m I (C S JB 0. H ft T > - -i? A 1 .4 3 g 
( 2 6 . 7 = U ^ ;u ) ^M^. ^ ;^ r 1 . 1 . 1 . 3 . 3 . 3 - -\ 4^ -y- ^ ;U V V ^ 
trvl 4. 1 m 1 (5 6,8^y^;U) €aSTl/s ^ (D^ ^ 3 mmmn LTzc. JSfP 
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m.p. 1 06-1 08i::)^J:Cf1 77-1 80-C 

C 2 ) ±IE C1)-^»;^ffc^«520.3g C22.8^y=e;b)^cfct;N.N' - 

;u Tfv* - ;i/ V a 5^* V" - ;u 1 a . 5 g c i i 4.1 s y ^ ;b ) * n . n - v > 5^ 7^ 

K/7^K^tKOT^V C3/t) OS^iSgE200m I (C^SSU. 

Sfg. r1r^x^yi^^)^6S«^b€'fTC^2 l.SgCOt 0. 1 1 - TVtKa-1 
2 - 0 - a 3^ V y ^ ^l- 'i^' - ^t' - 2 ' . 4 ' - 0 - t' X C h U ^ U JU') - 

m.p. 155 — ISS^C 

Mass (FAB) m/2;96S[MH]* 
»H-NMRC300MH2. CDCfa) 5(ppm); 
0. 04C9H.TMS). 0. 17(9H.TMS), 

2. 21 [6H.3' - N CCH3)2]. 3. 26 (3H. e-OCHa), 

3. 31 (3'-0CH3), 6. 79(1H.ll). 
7. 09.7. 37.8. oaC3H.-ri^v — ;u) 

i3C-NMRC75MHz,CDCI?) 6Cppm); 

0. 9CTMS). 1. OCTMS). 40, 8[3'-NCCH3)2]. 
49. 8C3'-0CH3), 51. 0(6-OCH3). 

117. 2.1 30, 9.137. 0 (^ = ^V — 138. 5(11). 

145. 9(12-OCO-) 
( 3 ) Jil£ (2) T:»fc{t:^«520.1 g (20.8^y^;U) ^TH h ^ h V 
KDT7^V (4/1 ) (DtSl^SU 2 0 0 ml (c;gj|? x ^ U > i> 
7^ ^ > 1 3 . 9 m I ( 2 0 7 . 9 ^ y ^ iU) ^;iQ^. 5 0 * C T: 2 ^ Pel 3S ?t U 7Co 
JET. ?^;'5(C7K^5Q^. itKx^;L.7:f^ai L/::, W«S^7K^<i: 
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V200ml(C?§)PL. 5^h^>'-^U-7^U3^^>fl/7'>^— ':7A-7aUK7.3g (2 
7 .'9 = U ^ it/) ^Jtia^. 2 ^fBfS}* L/co iiaiET. ^iK^S^tfe. SSfc 

2 jSg*S{t:^ K 'J A^Sfictr;**}*?. i7 □ a *;UAT-tta3 Lfco W«/B 

aa7t^;uA^S^0i 1- <2-r^y) x^ii/T^^y-i i--t'^4^v-6- 

0->?:;Ux'j::^nV'<vVA 1 1-N.12-0--y-'<i7U'>57 
K 1 9. 1 g ^^^m^^mt LXi^lto 

(4) ±fa(3) t?l#;::<t'&^i 7.0g (20.9^»;^;u) ^ j: ^ J — ^ 

Si^notz. S^C'A. affTS«*a55L. S 2 S * K (b :^ K U r> A ig ;K 
33 J:t;7K^>*^. □ □7f^;l'AT:»i±l Ofco * * ^ «fe fiS S3 S ffi tK iJfe 

a. V A JiTf^JS U ;::o ifiET o □ A ^S^tft, I^S* 

m.p. 253 — 25513 

Mass (FAB) m/z;798 [MH]* 
»H-NMR (300MHz, CDC I3) 5(ppm); 

2. 29[6H.3'-N(CH3)2]. 3. 09(3H.6-0CH3), 

3. 33(3H,3'-OCH3), 
^3C-NMR(75MHz.CDCl3) 5(ppm); 

40. 4[3'-N(CH3)2]. 42. SCNCHa). 

49. 5 CNCH2.3' - OCH3). 50. 1 C6-OCH3). 

156. 3(NC00), 182. 8(9) 

nmm 2 

^;^4^v-li--^;f=^'>-6-0->^;l/xu::^a-7><v>A 9--<^v i 
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(1) 6-0->^/i>xf;:::^av^^vVA 50g ce75i;^;u) ^n, n-v 

<^:O^*B!:^'^''>A^00gC0.72^;i/)^j!)a^. 90'C7:2 1ff*iaa}*0/i:» 
SfiC?«. SiS5?gEEC7jc 6 . 0 0 0 m I ^ii^i^^v tif tB €• 3 ffi L /to *C^trt?fai«6 
^5^1!X5^;P 1.0 0 0 m I IzmM^s Wai«^ta«*ta*T:gfc^». »7K«»V 
^ :^ A JiTrS» Ofco KjET^SflE^S^S. 7- t S V ;6^ 6 fb ^ fr 2 1 . 

m.p. 256--258'C 

MassCS(MS) m/z;730 [IV1H]* 
^H-NMR C400MHZ.CDCI3) .5 Cppm) ; 

2. 00(3H.10-CHs), 2. 27C6H.3'-N(CHs)2], 

3. 24C3H.6-OCH3). 3. 3 1 (SH.S'-OCHa) 
^^c-NMR (1 OOMHz.ODC I3) 5 (ppm) ; 

20. 8Ce-CH3). 40. 2C3'-N(CH3)2]. 

49. 4(3'-0CH3). 50. 7C6-OCH3). 78. 4(6). 

138. 7(11), 142. 5 (10), 175. 1(1), 

2 0 7. 3 ( 9 ) 

( 2 ) iil5-?:f#/c{b^!ta 25g (34. 3^ y^;^) ^r-tehV/v^>OQ^ 
^ V (3 / 1 ) O-Jk-^-JSmz 9 0 m r [CSJgL. ftK:^ U':7Al4.2g(102 

.7^[;^;u)i:«7Ka¥K 6.48m i (3 8.6af;^;u)«'JBi^. aia-^2^ 

±T:^fe L ft. acETS«$«* 2' - O- rir^;!/-! 0,1 l-T-VtK 

^H-NMR (200MHz. CDCI3) 6 (ppm); 

2. 05(3H.2'-OC0CH3). 

2- 30CeH. 3'-N(CH3)2]. 3. 15(3H. 6-OCH3), 

3. 35 (3H, 3'-OCH3). 6. 53 (IH, 11) 
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L /-Co iSffTj^aE^-a^ e tifcSlj'S* T^ir h h y 6 JSSffc U 2 0 . 4 

g(;r)2' - O- Ttr^JU-l 0.1 l-r>':::KD-4' - O- h'J^^^l/vUiU 
-6-0-^^;t'XUXDV'-rvVA^aSlsr9<i:0r?§/::o $e>fC$SSft<7);"« 

h»jx5^;i.Z = V= 3: 10: 0. 2)ICci:yWfSL. ± IE ft ^ftl^MfC 4. 7g 

^H-NMR (300MHz. CDC I3) 5 (ppm) ; 
0. 15C9H. 4'-0TMS), 

2. 34C6H, 3'-N(CH3)2]. 3. 15<3H. 6-OCH3), 

3. 33(3H. 3'-OCH3). 6, 52(1H, 11) 

(3) ±fE(2)T?#fc{t^fel20.4g(24.2aL;^;U)^N.N-i>>^ 

;U7tv;i/A:5^ = K/7^S^t:Ka>^^> (1 0/1) <DS'&?gaE220m i izmm 
Ls ^ilTN.N' -:^};U7K-iU£>^^^'V-;t/1 9.6g (1 20.9^ U^il/) 
33<tt;60^7KS^•::^^l^'i'-^1.16g (29.0^'J^;U)*JD^. 
1 0 ^rBl5fiti|i€'^(:r /to SJC;ffi(C 2 ^S:7KS{t:^ h y ASaiTK*^^. S^K 

±-^!£i^L/'c. i^£TiS«^®*l/. 22.2g(D2' -0-ri-5^;i/-1 0.1 

1 - 7^ V t K □ - : 2 - 0 - ^ ^ ^ V u II )i^7\-:z, }v - A ' - o - h 'J > ^ ^t/ V 

Mass (FAB) m/z; 938 [MH]* 
tH-NMR (300MHz. CDC I3) 5 (ppm) ; 
0. 17(9!-. 4'-0TMS). 

2. 29 [6 H. 3'-N(CH3)2j, 3. 12(3H. 6-OCH3). 

3. 32(3-. 3'-OCH3). 6. 65 (IH. 11). 



WQ 92/09614 " PCr/JP9 1/0 1608 

7. 06.7. 36.8. 08 C3H. ^5;jrv/_;U) 
^^C-NMR (75MHz. CDG I 3) 5 (ppm) ; 

0. 9 C4' - OTMS). 40. 6 [3' - N (€83)2], 
49. 7(3'-0CH5), 50. 7C6-OCH3), 
145. 8(12-OCO). 170, 0C2'-0C_0CH3) 
( 4 } ±E C 3 ) X'»tz<t^^ 1 . 0 g C 1 . 1 5 y ^ ^T'-fe K - f- y 1 
Q m \ IZ^mL. ^,2--JT^yzro/^yO,9\ml (10.7 = y=E;i')*jD 
5 0 -C-t: 3 , 5 ^M«lt O ;::o Sii?at. §«ffTSfi£^«*U. St S (C ^ ^ 

c>A±-^^»Lfc« i«lET?Si«*S*C'v Sfe«tt«l,JI^^/::a Z(Oh<D(tlRi^ 
TiomicDy^y-;Kc?§«o. 3 ^HaajftaaE*?To fco »jETp^ ^ >' — 

^S3cL. »6tl/t^;llE(CX^'y— ;U10m(i:9 996 0.08ml C 2 . 1 

;t.A:;5^3ry-;i,:7'v^x7'7K=20:l :0. 1) fwctUffRL. 0.28g<Dai 

m.p. 251-254*C Cfi^SlX^ ;U- n 4^ -y- V <fc y ft <fc ) 
Mass CFAB) m/z; 812 [MH] * 
tH-NMRC300MHz.CDCl3> 6Cppm); 

2. 30 [6H, 3'-N(CH3)2], 3. 08C3H, 6-OCH3), 

3. 33C3H, 3'-OCH3) 

^^C-NMR (75MHz. CDC is) 5 (ppm) ; 
2 2. 9 [g-NCH (C_H3) CHaN]. 
40. 3[3'-N(CH3)a]. 

48. 3 C9-NCH (CH3)^H2N]. 

49. 5(3'-OCh'3). 49. 9(e-0CH3). 
53. 4[9-NC_HCCH3)CH2N]. 178. 8(9) 
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IIS6^J3 

1 1 - r£y-9-N.1 1 "N-1t'<^'>^y^ CI - >^ ^ }\/) X^U>-9 

( 1 ) mmm <D c 2 ) T-f#rcit^^Ki 3 . 0 g 0.1 5 u ^ ;u) ^ z -tr h x h 

,j;t,/5^[.:5t:KnT'^V (3/1) 40m I IZSM 1 . 2 - v r = V :^ a 
V 2 . 6 4 m 1 ( 3 1 . 0 i U ^ ^l/) *aD^. 5 0 T? 5 ^ H ffl r^^ L /ilo S 

efe7Stit'^S^?#^o C.<^feCOttfi5tvr3 Om I C05=- h^t Ka-7^VfC;§^U. 
T^h^>'^l/v;U:f5^;i/r>^x':>A77;i:fUK1.22g (4.6aU^J^)S:J]Q 

^ h if ^ y ^ — C ^ O a 7tz : y^'y — ;U: TV=5xr7K=20: 1 : 0.1) 

fCctyffiSiL. l?«s«iJ2<D C4) -cs^nz-c^b^^i.! g<bi 1 - cz --r ^ ^ 

ratf-ft') T'^^-l 1-5=^:r^v-6-0->5^;l/XiJXav-fi/>A 1 1- 

iH-NMR (300MHz. CDCI3) 5 (ppm) ; 

2. 30[6H, 3'-N(CH3)a]. 3. 04 (3H, 6-OCH3), 

3. 33 (3H, 3' - OCH3) 

(2) ±f£ (1) r-mtzit-^^ ^ . ^ 9 (1.3iU^;l/) *x^y-;U1 Om 
l(C>gSL/. StSeO.llml (1.9^U^;1/)€j!IDX.s 2 7^fBJ)DlftS5S«'?T 

i7 a □ Tt^ ;u A T-tttii 0 /iio ^*I/S*7X. fi! t\ T ft tS * zJfe ffi tK 

^y^^(^^aa7tz)UM.: ^i'y — ;[/: 7'V^x7'7K=20: 1 : 0.1) (C^y 
fS S U . 0 . 6 8 g CD S IE ft -& 4S €• f# /"Co 

m.p. 246-249*C(I^®X5^;U-n-^^-9-Vci;U*Sa{t) 

Mass (FAB) m/z; 812 [MH]* 
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^H-NMR C300MHZ.CDCI3) 6 Cppm) ; 

2. 28C6H, 3'-N(CH3)2]. 3. 06 (3H. S-OCHa). 

3. 33C3H, 3'-OCH3) 

^»C-NMR C75MHZ.CDC l») 5 Cppm) ; 
40. 3[3'-NCCH3)2]. 

48. 2 [9-NCH CCH3)^H2N], 49. 5 (3' - OCH3). 
50. 2(6-0CH3). 55, 1 C9-NC_H(CH3)CH2N], 
T 7 7. 6(9) 

-9"5=^:r4^V-Tl-7=^^=^y-S-0->?^;Uxu::^a-7^y>A 9-^^ 

C 1 ) «:^giJ 2£;DC3)-C:f#fc{t^«)2g C2.2^Lr^;P)^Tizh-hi; 
;^ 2 0 m I (C 1.2-vr^y-2->5^;i.yDytV2.24ml (2 1 

- 4 = y ^an^. 5 o 137= e rnxmi^ 0. $ 6 (caafcr i 5 w^saaii^^fis 

S» 4 »ft5a0JftiS5E«r?To fc. SJC?ff(C Q 9 0 . 2 m \ (5. 3^1/^ 

n/^sis(c 2a^7K»^t:^ h i; •^x.saEi: o □ a-^tS a o fco 

&itU. 1.1 3g<5Dt 1- (2-r^y-2-;^5^;U) T'ntTil/T'^y-l 1 - 

Mass (FAB) mXz; 844 [MM] * 
*H-NMR (300MHz. CDC Is) 6 (ppm) ; 

2. 28C6H, 3'-N(CH3)e]. 3. 03 (3H, 6-OCH3). 
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3. 32 (3H, 3'-OCH3) 
^5C-NMR(75MH2.CDCl3) 5(ppm): 

40. 3[3'-N(CH3)2J. 49. 5(3'-OCH3). 
51. 1 ( 6 - O C H a) . 5 2. 0 [ 9 - N ^ ( C H 3 > 2 C H a ] 
C2) ±tc. (1) X-mtzit-^m ^ . 0 Q (1.0^U=e;U) ^X^y-JUl Om 
1 iZ-mM O . 1 4 m l < 2 . 4 = U ^ $ Ja;^. 4 0 ^PbT J!lD«ftaS5S«-?T 

a*. >7 D o /i^ ii/ A TiSa 0 waia^7X. S!C^TiS^K]aig7KT^c^»7K^^®^ 
'>';?ix±T:K«Ofco ScffTSSJ^a^O. SfefStfe^a^-m/io vU:^>r 
;b:b^Ai7avh^?'^"7-f — (^7007^;!/ A: — ;U: rv^ — 7'7K=2 0 

: V : 0 . O (C cfc U as 0.59gCD'11-T=y-9-N.11-N--y--< 
i7U':/i7 (1.1 x^ly>-9-'P^4^V-1 1 - 7»:l-+^"6" 

m.p. 15 1-'154t;C7'i2hxh.U;t/J;yiBft<b) 
MassCFAB) m/z;826[MH]* 
iH-NMR (3COMHZ.CDCI3) 5 Cppm) ; 

2. 29 [6H. 3'-NCCH3)2], 3. 09C3H. 6-OCH3). 

3. 33 (3 H. 3'-OCH3) 

(75MHz. CDC I3) 5 (ppm) ; 
40. 3C3'-N(CH3)2]. 49. 5(3' -0CH3). 
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